Background: Implantable cardioverter defibrillator (ICD) is an effective treatment for secondary prevention of ventricular tachycardia/ventricular fibrillation (VT/VF). Left ventricular (LV) remodeling may develop before ICD implant and over time. However, it remains unclear how LV remodeling affects subsequent risk for recurrence VT/VF in ICD recipients under optimal medical therapy. Methods: From May of 2004 to June of 2015, 144 patients received ICD implantation for secondary prevention were enrolled in this study. All information interrogated from ICD devices during follow-up or ICD therapy history (antitachycardia pacing and shock therapy) were reviewed and validated the occurrences of VT/VF. Results: At a mean follow-up of 1110.5 ± 860.6 days, 53 patients (36.8%) had recurrence of VT/VF episodes and 91 patients had no recurrence of VT/VF episode after ICD implant. Left ventricular end-diastolic volume (LVEDV) > 163.5 mL had significant predictive value for VT/VF recurrence (area under the curve: 0.602, p = 0.041). Moreover, the percentage of patients with LVEDV >163.5 mL was significantly higher in patients with recurrent VT/VF than patients without recurrent VT/VF (62.3 vs 40.0%, p = 0.010). Left ventricular ejection fraction ≤ 30% (p = 0.031), LVEDV > 163.5 mL (p = 0.012) and QRS width > 125 msec (p = 0.049) were significant predictors for VT/VF recurrence by univariate Cox regression analysis. However, only LVEDV > 163.5 mL (hazard ratio: 2.549, 95% confidence interval: 1.249~5.201, p = 0.010) and QRS width > 125 msec (hazard ratio: 2.173, 95% confidence interval: 1.030~4.586, p = 0.042) were independent predictors for recurrence of VT/VF after multivariable adjustment. Conclusion: LV remodeling and QRS width > 125 msec were independent predictors for VT/VF recurrence in secondary prevention ICD recipients under optimal medical therapy, independent of LV ejection fraction.
Background
Implantable cardioverter defibrillator (ICD) has been confirmed to be an effective treatment for selected patients who are survivors of sustained ventricular tachycardia/ventricular fibrillation (VT/VF) unrelated to transient correctable causes or are at risk of sudden cardiac death [1] . Several studies have consistently confirmed the preponderance of ICD therapy over antiarrhythmic therapy in terms of primary or secondary prevention of sudden cardiac death and mortality in patients with heart failure and reduced left ventricular (LV) function [2] [3] [4] [5] [6] [7] . However, ICD therapy is an expensive therapy and is reimbursed only for secondary prevention in many developing countries. Additionally, some ICD recipients for primary or secondary prevention may never experience recurrence of VT/VF and shock therapy during follow-up under optimal medical therapy, including ß-blockers and renin-angiotensin-aldosterone antagonists, and modification of risk factors. Therefore, clinical predictors for recurrent VT/VF as the guidance for ICD replacement are requisite for limited healthcare resources in many developing countries. The majority of studies of clinical predictors for recurrent VT/VF enrolled both primary and secondary prevention ICD recipients. Klein et al. reported that LV ejection fraction < 40%, permanent atrial fibrillation and QRS duration > 150 msec are independent predictors for VT/VF recurrence in ICD recipients for primary and secondary prevention [8] . However, there are limited reports regarding clinical predictors for recurrent VT/VF in patients received ICD only for secondary prevention. Interestingly, Freedberg et al. reported no predictor for subsequent ICD therapy in patients receiving ICD for symptomatic VT or cardiac arrest [9] .
Left ventricular remodeling associated with underling heart disease may develop before ICD implant and over time after implant. Moreover, ß-blockers and reninangiotensin-aldosterone antagonists have been shown to inhibit or reverse LV remodeling rather than changes in LV ejection fraction [10] . However, it remains unclear how LV remodeling affects subsequent risk for recurrence VT/ VF in ICD recipients for secondary prevention. Accordingly, we conducted this study to investigate the role of LV remodeling as a predictor for the recurrence of VT/VF in ICD recipients for secondary prevention under optimal medical therapy.
Methods

Patient population
From May of 2004 to June of 2015, 144 patients received ICD implantation for secondary prevention were enrolled in this study. All information interrogated from ICD devices during follow-up or ICD therapy history (anti-tachycardia pacing and shock therapy) were reviewed and validated the occurrences of VT/VF and ICD therapy. Ninety-one patients who did not have any VT/VF episode or ICD therapy during follow-up after ICD implant were defined as the "no recurrent VT/VF group", whereas 53 patients who had experienced VT/VF episodes and appropriate ICD therapies during follow-up after implant were defined as the "recurrent VT/VF group".
Definitions
Left ventricular diastolic dysfunction was categorized into 3 stages: stage I (impaired relaxation), stage II (pseudonormalization) and stage III (restrictive filling pattern) according to the echocardiographic patterns of mitral inflow velocity, mitral Doppler tissue imaging of mitral annular motion and pulmonary venous flow. The LV end-diastolic volume (LVEDV) and LV end-systolic volume (LVESV) were quantified by M-mode echocardiography and were corrected by two-dimensional guided biplanar Simpson's method of discs for measurement [11, 12] .
Atrial fibrillation was defined as paroxysmal if atrial fibrillation episode lasting for 7 days or less, persistent if continuous atrial fibrillation episode lasting for more than 7 days, and longstanding persistent if continuous atrial fibrillation episode lasting for more than 1 year.
Study endpoints
The primary study endpoints were the recurrence of VT/VF and ICD therapy. The secondary endpoints were cardiovascular death (death related to heart failure and cardiac arrhythmia) and all-cause mortality (including sepsis, hepatic failure and brain hemorrhage).
Statistical analysis
Data are presented as mean ± SD or percentage. The clinical characteristics (general demographics, underling heart diseases, comorbidities, functional class of heart failure, QRS duration, medications, LVEDV, LVESV, LV function, VT/VF detection zone and VT ablation) between the study groups were compared using t-test for continuous variables or chi-square test for categorical variables. Receiver operating characteristic curve analysis was used to calculate the area under the curve for the optimal volume of LVEDV, LVESV and QRS width in predicting the recurrence of VT/ VF. Univariate and multivariate Cox regression analyses were performed to identify the significant predictors for the recurrence of VT/VF after implant. Each independent variable was based on previous studies and conventional risk factors, and was expressed as a hazard ratio with 95% confidence interval. The Kaplan-Meier method and log-rank test were used to compare the event-free survival of the recurrence of VT/VF during follow-up. Statistical analysis was performed using statistical software (SPSS for Windows, version 22). A two-sided p value of < 0.05 was considered statistically significant.
Results
Baseline characteristics of study patients
At a mean follow-up of 1110.5 ± 860.6 days, 53 patients (36.8%) had recurrence of VT/VF episodes and 91 patients had no recurrence of any VT/VF episode after ICD implant ( Fig. 1) . Table 1 lists the clinical characteristics of the study group. In this study, 71.5% of patients received renin-angiotensin-aldosterone antagonists and 60.4% of patients received ß-blocker therapy. The average age of patients in recurrent VT/VF group was 60 ± 13 years, and 77.4% of the patients were male. The average age of patients in no recurrent VT/VF group was 63 ± 14 years, and 80.2% of the patients were male. Patients with coronary artery disease in recurrent VT/VF group had higher prevalence of revascularization with coronary artery bypass graft surgery than patients with coronary artery disease in no recurrent VT/VF group. There was no significant difference in age, gender, body mass index, underling heart diseases, prevalence of comorbidities and atrial fibrillation, frequency of medications related to comorbidities and anti-arrhythmics, the average dosage of ß-blocker and anti-arrhythmics, QRS duration, the percentages of left bundle branch block and ventriculardependent pacing, stage of LV diastolic dysfunction and heart failure status between the two groups. There was no significant difference in the prevalence of unstable VT (p = 0.590) and VT ablation plus medications (anti-arrhythmics and ß-blocker) (p = 0.358) between the two groups. Seventy nine patients received single chamber ICD and 65 patients received dual chamber ICD. There was no significant difference in the ICD type and the percentage of cardiac resynchronization therapy defibrillator recipients between the two groups. The lowest VT-and VFdetection rates were similar between two groups. Fifteen patients (10.4%) received catheter ablation and modification of arrhythmic substrates, including 6 patients (6.6%) in no recurrent VT/VF group, and 9 patients (17.0%) in recurrent VT/VF group (p = 0.087) ( Table 1) .
Determinants of recurrence of VT/VF during follow-up
Although there was no significant difference in LV ejection fraction between the two groups, LVEDV and LVESV were larger in patients with recurrent VT/VF than patients without recurrent VT/VF (Table 1) . Receiver operating characteristic curve analysis was used to calculate the area under the curve for the optimal volume of LVEDV and LVESV in predicting the recurrence of VT/VF. Only LVEDV > 163.5 mL had significant predictive value for the recurrence of VT/VF (area under the curve: 0.602, p = 0.041). Moreover, the percentage of patients with LVEDV >163.5 mL was significantly higher in patients with recurrent VT/VF than patients without recurrent VT/VF (p = 0.010). Receiver operating characteristic curve analysis was also used to calculate the area under the curve for the optimal duration of QRS width in predicting the recurrence of VT/VF. QRS width over 125 msec had the best predictive value, although it did not reach statistical significance (area under the curve: 0.563, p = 0.209). Eighty-six patients (59.7%) had followup echocardiograms at a median follow-up period of 939.5 days. Notably, LVEDV at follow-up were significantly larger in patients with recurrent VT/VF than patients without recurrent VT/VF (191.00 ± 76.61 vs. 158.15 ± 57.82 mL, p = 0.028). Moreover, there was a trend, but not statistically significant that patients with no recurrent VT/VF were more likely to have reverse remodeling of LVEDV more prominently (−21.73 ± 54.49 vs. -0.74 ± 55.72 mL, p = 0.083) and more frequently (58.3% vs. 44.7%, p = 0.266) compared with patients with recurrent VT/VF (Fig. 2) . The LV ejection fraction at follow-up remained similar between patients with recurrent VT/VF and patients without recurrent VT/VF (47.2 ± 16.3 vs. 46.7 ± 16.2%, p = 0.885).
By univariate Cox regression analyses, LV ejection fraction ≤ 30% (p = 0.031), larger LVEDV (p = 0.028), LVEDV > 163.5 mL (p = 0.012), and larger LVESV (p = 0.025) were significant predictors for VT/VF recurrence during follow-up (Table 2) . QRS width > 125 msec was also a significant predictor for VT/VF recurrence during follow-up (p = 0.049). There was a trend, but not statistically significant that anti-arrhythmics had a protective role for VT/ VF recurrence (hazard ratio: 0.611, 95% confidence interval: 0.298~1.252, p = 0.178) ( Table 2 ). However, only LVEDV > 163.5 mL (hazard ratio: 2.549, 95% confidence interval: 1.249~5.201, p = 0.010) and QRS width > 125 msec (hazard ratio: 2.173, 95% confidence interval: 1.030~4.586, p = 0.042) were independent predictors for recurrence of VT/VF during follow-up after multivariate adjustment (Table 2) (Fig. 3) .
Cardiovascular death and all-cause mortality during follow-up
The average follow-up periods in the no VT/VF recurrence group and the recurrent VT/VF group were 1019.5 ± 791.4 days and 1266.7 ± 1028.5 days, respectively (p = 0.108). The 1-year cardiovascular mortality was significant higher in the recurrent VT/VF group than the no recurrence VT/VF group (9.4% vs. 1.1%, p = 0.028) ( Table 1) . However, there was no significant difference in the 1-year all-cause mortality between the two groups (9.4% vs. 5.5%, p = 0.499).
Discussion
This study identifies and reports 36.8% of ICD recipients for secondary prevention having recurrent VT/VF at a mean follow-up of 1110.5 ± 860.6 days. LVEDV > 163.5 mL Combination of VT ablation plus medications (anti-arrhythmics and ß-blocker) 6 (6.6) 6 (11. and QRS width > 125 msec were independent predictors for recurrence of VT/VF during follow-up after multivariable adjustment.
In the multicentre COMFORT trial, Zaman et al. reported that secondary prevention ICD recipients had more recurrent VT/VF than primary prevention ICD recipients (37.1% vs. 19.9% at 2-year follow-up) [13] . In our study, 36.8% of ICD recipients for secondary prevention had recurrent VT/VF, which was comparable to the recurrent rate reported in the COMFORT trial.
Ventricular tachyarrhythmia is an important cause of cardiovascular mortality, morbidity and heart failure hospitalization in a wide variety of heart diseases [14] . Implantable cardioverter defibrillator is now widely used in patients who survive sustained VT or VF, or who are at high risk for sudden cardiac death [1, 15] . Although ICDs can decrease risk of arrhythmic death, long-term total mortality still depends on the severity of the underlying heart diseases and associated comorbidities with the increase in nonarrhythmic deaths completely offsetting the decrease in arrhythmic deaths [14] . In our study, cardiovascular mortality was significant higher in the recurrent VT/VF group than the no recurrence VT/VF group, whereas there was no difference in the all-cause mortality (including nonarrhythmic deaths) between the two groups.
According to current guideline, LV ejection fraction has been selected as the most important criteria for ICD implantation in primary and secondary prevention settings [1] . However, several studies have shown improvement of LV ejection fraction during follow-up in primary prevention ICD recipients [16, 17] . Notably, Kini et al. reported that approximately 25% of primary prevention ICD recipients may no longer meet guideline indications for ICD use at the time of generator replacement due to improvement of LV ejection fraction, and these ICD recipients received subsequent ICD therapies at a significantly lower rate [16] . Additionally, in MADIT-CRT trial, patients who achieve LV ejection fraction normalization (>50%) during follow-up have very low absolute and relative risk of ventricular tachyarrhythmias and a favorable clinical course within 2.2 years of follow-up, and downgrade from cardiac resynchronization therapy-defibrillator to cardiac resynchronization therapy-pacemaker at the time of battery depletion for cost savings could be considered in these patients if no ventricular tachyarrhythmias have recurred [17] . However, ICD therapy is reimbursed only for secondary prevention in many countries, and limited data regarding LV remodeling as predictor for recurrent VT/VF are available for secondary prevention ICD recipients. Klein et al. reported that LV ejection fraction < 40%, permanent atrial fibrillation and QRS duration > 150 msec are independent predictors for VT/VF recurrence in ICD recipients predominantly for secondary prevention [8] . However, Freedberg et al. reported that LV ejection fraction was not a predictor for subsequent ICD therapy in secondary prevention ICD recipients [9] . In our study for secondary prevention ICD recipients, LVEDV > 163.5 mL and QRS width > 125 msec were independent predictors for recurrence of VT/VF during followup after multivariable adjustment (including LV ejection fraction, atrial fibrillation and heart failure status), and LVEF ≤ 30% was no longer a predictor after multivariable adjustment (Table 2) .
Study limitations
There are several limitations in this study. Firstly, this retrospective analysis bears the inherent limitations of these types of studies. Secondly, LVEDVs were estimated by M-mode echocardiography and were corrected by two-dimensional guided biplanar Simpson's method of discs for measurement and this quantified method has been proven to be an acceptable method to evaluate LV volume. Moreover, there was a trend that patients with no recurrent VT/VF were more likely to have reverse remodeling of LVEDV during follow-up compared with patients with recurrent VT/VF (Fig. 2) .
Conclusions
LV remodeling and QRS width > 125 msec were independent predictors for recurrence of VT/VF during follow-up in secondary prevention ICD recipients under optimal medical therapy, independent of LV ejection fraction. 
